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L Basis of the report 

1. With regard to the elements of the international application (Replacement sheets which have been furnished to 
Oie receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 

Description^ Pages 

1 -50 as originally filed 
Claims, Numbers 

1 -26 received on 28.1 0.2004 with letter of 28.1 0.2004 
Drawings, Sheets 

1/11-11/11 as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the intemational application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which Is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the intemational application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of intemational preliminary examination (under 
Rule 55.2 andbr 55.3). 

3. With regard to any nucleotide andibr amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

13 contained in the international application in written form. 

la filed together with the International application in computer readable form. 

□ fumished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 
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5. □ This report has been established as if (some of) the amendments had not been made, since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing such amendments must be refenred to under item 1 and annexed to this 
report,) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The-questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 

S claims Nos- 6, 8, 21-22 (industrial applicability) 
because: 

SI the said international application, or the said claims Nos. 6, 8, 21-22 relate to the following subject matter 
which does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
ttet no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
couia oe formed. 

□ no international search report has been established for the said claims Nos. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/ 
or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been furnished or does not comply with the Standard. 

V. Re^oned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability: 
citations and explanations supporting such statement 

1. Statement 



NtTwsny ;N) 
Inventive step (IS) 
Industrial applicability (lA) 



Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 



none 
1-26 

none 
1-26 

1-5,7,9-20,23-26 

6, 8, 21, 22: opinion reserved 



2. Citations and explanations 



Form PCT^PEA/409 (January 2004) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/EP 03/1 1 604 



see separate sheet 



Form PCTylPEA/40g (January 2004) 



INTERNATIONAL PREI^^ARY Internationa! application^^ PCT/EP 03/1 1 604 

EXAMINATION REPORT - SEPARATE SHEET 



Re item ill 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

In claim 6, the term "use of a nucleic acid [...] for the treatment and/or prevention 
of a disease [or] for wound healing" implies that claim 6 is directed at least in part 
to therapeutic methods applied to the human or animal body. The same applies 
to dependent claims 8 and 21-22. This subject-matter is considered by this 
Authority to be covered by the provisions of Rule 67.1 (iv) PCT. For the 
assessment of the present claims 6, 8 and 21-22 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. 
Consequently, no opinion will be formulated with respect to the industrial 
applicability of the subject-matter of these claims (Article 34(4)(a)(l) PCT). 



Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



Reference is made to the following documents: 



D1 : WO 02/46465 A (KINGSMAN SUSAN MARY ;WARD NEIL RAYMOND 

(GB); KRIGE DAVID (GB); WHI) 13 June 2002 (2002-06-13) 
D2: WO 00/77022 A (HUMAN GENOME SCIENCES, INC.) 21 December 2000 

(2000-12-21) 

D3: SHOSHANI TZIPORA ET AL: "Identification of a novel hypoxia-inducible 
factor 1 -responsive gene, RTP801, involved in apoptosis." MOLECULAR 
AND CELLULAR BIOLOGY. UNITED STATES APR 2002, vol. 22, no. 7, 
April 2002 (2002-04), pages 2283-2293, XP002267737 ISSN: 0270-7306 



1 . Support (Article 6 PCT) and disclosure (Article 5 PCT) 

1.1. The subject-matter of claims 1 relates in part to the use of PRF1 as a 
"downstream [drug] target" (claim 1), i.e. it has to be interpreted as relating to the 
use of agents (drugs) that affect the activity or expression of said factor. This 
includes not only testing (screening) methods, but also methods aimed at 
modulating the expression or activity of PRF1, which requires the disclosure of 
agents able to modulate said expression or activity. The disclosure of such 
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agents is limited to ribozymes, antlsense oligonucleotides and sIRNA that can 
hybridize with the polynucleotides having SEQ ID N°:2 and to antibodies directed 
against a polypeptide having SEQ ID N°:1, but claim 1 Is not limited to the use of 
these agents. The nature (stmcture) of the other agents suitable for the use 
according to claim 1 Is not disclosed sufficiently to enable a person skilled in the 
art to practice the methods of claim 1 over the whole scope of the claim. 
Therefore claim 1 does not meet the requirements of Article 5 PCT. The same 
objection applies to dependent claims 8, 14-17 and 21-26 which are also directed 
to the use of agents that interact with the factor or the nucleic acid "of any of the 
preceding claims". For instance, claim 17 is directed to the use of a nucleic acid 
that interacts with the PRF1 polypeptide (or a "part or derivative thereof"), but said 
nucleic acid is not disclosed in the application. The disclosure of a screening 
method suitable for testing whether some compounds have a desired effect is not 
a sufficient disclosure of the compounds having said effect. Consequently, the 
subject-matter of claims 1 , 8, 14-17 and 21-26 will be examined with regards to 
novelty and inventive step only as far as it relates to the use of ribozymes, 
antlsense oligo- or polynucleotides and siRNA that can hybridize with the gene 
encoding PRF1 and to antibodies directed against the PRF1 polypeptide. 

1 .2. The description and Rgure 1 convey the impression that the pathway in which 
the claimed factor (PRF1) participates is only one of many distinct pathways of 
which PI3-K Is an upstream effector. However, the only downstream effect of 
PRF1 that Is documented in the application or in the prior art is an effect on 
cancer cell motility, growth and survival (apoptosis). Nothing in the file or in the 
prior art suggests that PRF1 could participate In other PI3-K-, Akt- or HIF1 alpha- 
mediated pathways such as those involved in regulation of glucose metabolism, 
response to amino-acid or glucose deprivation, diabetes, wound healing, stress 
response other than hypoxia/oxidative stress response, or any other "PI 3-klnase 
pathway regulated process". Simllariy, It is not apparent either how the claimed 
PRF1 factor is technically linked to some of the listed "conditions involving the PI3- 
klnase pathway" such as mucocutaneous lesions, "trichllemmon-mas", 
macrocephaly or mental retardation, or Involved in modulating or "diagnosing" 
wound healing. Therefore the possibility to put to practice some of the uses of 
claims 2 and 4-26 appears to be purely speculative. These claims do not meet 
the requirements of Article 6 PCT (according to which the claims must be fully 
supported by the description) over their whole scope and their subject-matter is 
not sufficiently disclosed to enable a person skilled in the art to put the Invention to 
practice over the whole scope of the claims without undue experimentation (Article 
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5 PCT). For this reason, the subject-matter of the claims will be examined with 
regards to novelty and inventive step only as far as it relates to the effects of 
PRF1 on response to hypoxia/oxidative stress, apoptosis, cancer, metastasis, 
tumorigenesis, cell migration, cell motility and cell growth in extracellular matrix. 

2. Clarity (Article 6 PCT) 

The following terms are vague regarding the technical features to which they refer 
and can have different meanings for the person skilled in the art, depending on 
the context, thereby rendering the claims unclear (Article 6 POT) and preventing 
from distinguishing the claimed subject-matter from the prior art: 

- "essentially complementary" in claims 1 , 2, 4-7, 9-12, 20 and 23 

- "a fragment or a derivative thereof" in claims 1 and 4-7, "part or derivative 
thereof" in claims 9-12, 14, 16-18, 20 and 23 and "part thereof In claims 1, 
2, 4-7, 9-12, 20 and 23; a "fragment" or "part" of a protein can be as small as 
one amino-acid; a "fragment" or "part" of a polynucleotide can be as small as 
a single nucleotide; a "derivative" of a polypeptide can be any other 
polypeptide. 

- "PI 3-kinase pathway" in claim 1 , whereas there seem to be several 
pathways in which PI3-K participates, and whereas PRF1 seems to be 
involved in only one of these 

- "PI 3-kinase pathway regulated process" in claims 2 and 21 

- "stress response" in claims 2 and 22 whereas a very large number of 
conditions can be considered as a "stress" 

- "the cells being Involved in said disease", " hvperactivatlon of the PI 3- 
klnase pathway" and " increased aggressive behaviour" in claim 8 

- "any pathological conditions involving the PI 3-kinase pathway" in claims 9- 
12 and 23 where said conditions are not further characterized 

- "functional nucleic acids" and "natural compounds" in claim 25 and " small 
molecules" in claims 13 and 25 



3. Novefty and inventive step (Article 33 PCT) 

3.1. D1 and D2 disclose a nucleic acid having a sequence identical to SEQ ID 
N°:2 of the present application, encoding a polypeptide having a sequence 
identical to SEQ ID N°:1 , and also disclose their use as markers of cancer cells 
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(D1, Sequences 25-26, Example 5; D2, sequence SEQ ID N^-.BS, p.219 and on) 
and as targets of anticancer therapy. D3 discloses the expression of PRF1 In 
response to hypoxia and reminds (p.2291, discussion, 1st paragraph) that genes 
Induced by hypoxia may play a role in several processes including wound healing, 
stroke, retinopathy and carcinogenesis. D1 also suggests that such hypoxia- 
responsive genes may be important targets for the development of drugs 
modulating these pathological conditions. Therefore, the subject-matter of claims 
1-26, i.e. the use of PRF1 as a marker of pathological processes or as a taiget for 
investigating or treating such pathologies, or for developing or manufacturing 
drugs to be used against said pathologies, does not meet the requirements of 
Article 33 PCT (novelty and inventive step). 

3.2. The subject-matter of the application relates in part to the use of PRF1 as a 
marker of the activity of the PI3-kinase in vitro. Since the role of PI3-K in the 
expression/activity of PRF1 was not disclosed or suggested in the prior art. the 
specific use of PRF1 as a marker of PI3-K activity might form the basis of a claim 
that would meet the requirements of Article 33 PCT, provided that the objections 
V.I and V,2 (clarity and support) of above are overcome. 

3.3. In addition, the description discloses (Examples 9 and 10) the inhibition of 
PRF1 expression/activity by the use of antisense nuciek; acids or interfering RNA. 
The technical effect of this inhibition Is an inhibition of tumour cell 
proliferation/motility in matrigel (Example 9) and of tumour growth (Example 10) In 
some particular cell types. This technical effect was not disclosed or suggested in 
the prior art. Therefore, the subject-matter relating specifically to the means and 
methods of inhibiting PRF1 for treating some types of cancer, insofar as said 
means and methods are clearly defined and supported by the description (see V.I 
and V.2 above), might fomti the basis of claims that would meet the requirements 
of Article 33 PCT. 
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New Claims 

111 vitro use of a polypeptide fector, whereby the factor 

a) comprises an amino add sequence according to SEQ ID NO. 1 ; 

b) has an amino acid sequence according to data bank entries' gi 9506687 or 
NP_061931; 

c) is encoded by a nucleic acid, whereby the 

ca) nucleic acid comprises 

i) a nucleic acid according to SEQ ID NO. 2 or SEQ ID NO. 3; or 

ii) a nucleic acid sequence according to data bank entri^ gi 
9506686 or NM_01 9058; 

cb) the nucleic acid codes for said fector and whereby the nucleic acid 
would hybridise but for the degeneracy of the gaietic code, to a nucleic 
acid according to ca) or a part flieieo^ or 

cc) the nucleic acid codes for said fector and whereby the nucleic acid 
hybridises under stringent conditions to a nucleic acid which is 
essentially compl«nentary to the nucleic acid according to ca) or a part 
tfaereoj^ 

or a fiagment or a derivative thereof as a downstream target or a downstream marker 
af the PI 3-kmase pathway, preferably as a downstream drug target of the PI 3-kinase 
p^way. 

In vitro use of a polypeptide factor, whereby the factor 

a) comprises an amino acid sequence according to SEQ ID NO. 1; 

b) has an amino acid sequence according to data bank entries gi 9506687 or 
NP_06193I; 

c) js-encoded by a nucleic add. whei«by flie 
ca) nucleic acid comprises 



i) a nucleic acid according to SEQ ID NO. 2 or SEQ ID NO. 3; or 

ii) a nucleic acid sequence according to data bank entries gi 
9506686 or NM_019058; 

cb) the nucleic acid codes for said fector and whereby the nucleic acid 
would hybridise but for the degeneracy of the genetic code, to a nucleic 
acid according to ca) or a part thraeoj^ or 

cc) the nucleic acid codes for said factor and whereby the nucleic acid 
hybridises under stringent conditions to a nucleic acid which is 
essentially complementary to the nucleic acid according to ca) or a part 
thereof 



3. 



as a marker for a process, whereby the process is a PI S-kinase pathway i^ated 
process, preferably a process selected from the group comprising glucose metaboUsm. 
amino acid and glucose deprivation processes, diabetes, wound healing, stress 
response, apoptosis, metastasis, tumorigenesis. cell migration, cell motility in 
extraceUular matrix and ceU growth in extiaceUular manix. 

Use according to claim 2, whereby the fector is a marker for transformed ceUs. 
preferably for invasive cells. 

Use of a polypeptide &ctor, whereby the factcM- 

a) comprises an amino acid sequence according to SEQ ID NO. 1 ; 

b) has an amino acid sequence according to data bank entries gi 9506687 or 
NP_061931; 

c) is encoded by a nucleic acid, whereby the 

ca) nucleic acid comprises 

i) a nucleic acid accordmg to SEQ ID NO. 2 or SEQ ID NO. 3; or 

ii) a nucleic acid sequence according to data bank entri^ gi 
9506686 or NM_0 19058; 

cb) the nucleic acid codes for said fector and whereby the nucleic acid 
would hybridise but &r the-degenetacy of thegenetic code, to a nucleic 
acid according to-ca) or a part thereof; or 



CC) the nucleic acid codes for said factor and whereby the nucleic acid 
hybridises under stringent conditions to a nucleic acid which is 
essentially complementary to the nucleic acid according to ca) or a part 
thereof; 



or a fiagment or derivative thereof for the manufacture of a medicament for the 
treatment and/or prevention of a disease, 

wheieby the disease is selected fipm the gmup comprising late stage tumor, metastatic 
cancer, diabetes and any pathological conditions involving the PI 3-kinase pathway. 

whereby such conditions are selected from the group comprising endometrial cancer 
colorectal carcmomas. gUomas. endometrial cancers, adenocan^inomas, endometriai 
hyperplasias. Cowden's syndrome, hereditary non-polyposis colorectal carcinoma. Li 
Fraumene-s syndrome, breast-ovarian cancer, pmstate cancer, Bammyan-Zonana 
sjoxdrome. LDD (Uiermitte-Duklos' syndrome) hamartoma-macrocephaly diseases 
mcluding Cow disease (CD) and Bamiayan-Ruvalcaba-Rily syndrome (BRR) 
mucocutaneous lesions, such as trichilemmomnas. macrocephaly. mental retardation! 
gastrointestinal harmatomas. lipomas, thyroid adenomas, fibrocystic disease of the 
breast. cerebeUar dyq,lastic gangliocytoma and breast and thyroid malignancies. 

or whereby the medicament is for wound healmg. 
Use of a polypq)tide fector. whereby the factor 

a) comprises an amino acid sequence according to SEQ ID NO. 1; 

b) has an amino acid sequence according to data bank entries gi 9506687 or 
NP_061931; 

c) is encoded by a nucleic acid, whereby the 
ca) nucleic acid comprises 

i) a nucleic acid according to SEQ n> NO. 2 or SEQ ID NO. 3- or 

ii) a nucleic acid sequence according to data bank entri^ gi 
9506686 orNM_019058; 



cb) the nucleic acid codes for said fector and whereby the nucleic acid 
would hybridise but for the degeneracy of the genetic code, to a nucleic 
acid according to ca) or a part thereof or 

cc) the nucleic acid codes for said fector and whereby the nucleic acid 
hybridises under stringent conditions to a nucleic acid which is 
essentially complementary to the nucleic acid according to ca) or a part 



thereof; 



or a fiagment or derivative thereof for the manufacture pf a diagnostic ag«it for the 
diagnosis of a disease, 

whereby the disease is selected from the group comprising late stage tumor, metastatic 
cancer, diabetes and any pathological conditions involving the PI 3-kinase pathway, 

whereby such conditions are selected from the group comprising endometrial cancer 
colorectal carcinomas, gliomas, endometrial cancers, adenocarcinomas, endometrial' 
hyperplasias. Cowden's syndrome, hereditary non-polyposis color«:tal carcinoma. Li- 
Fraumene's syndrome, breast-ovarian cancer, prostate cancer. Bannayan-Zonana 
syndrome. LDD (Urennitte-Duktos* syndrome) hamartoma-macrocephaly diseases 
mcluding Cow disease (CD) and Bamiayan-Ruvalcaba-Ray syndrome (BRR) 
mucocutaneous lesions, such as trichilemmomnas. macrocephaly. mental retardation] 
gastromtestinal harmatomas. lipomas, thyroid adenomas, fibrocystic disease of the 
breast, cerebellar dysplastic gangliocytoma and breast and thyroid maUgnancies, 

or whereby the diagnostic agent is for wound healing. 
Use of a nucleic acid, whereby such nucleic acid is 

a) a nucleic acid codmg for a fector, whereby the fector is 

i) a polypeptide con,)rising an amino acid according to SEQ ID NO. l;or 

ii) a polypeptide having a sequence according to data bank entries' gi 
9506687 or NP_061931; 

b) a nucleic acid coding for a fector, whereby the nucleic acid comprises 
i) a nucleic acid according to SEQ ID NO. 2 or SEQ ID NO. 3; or 



ii) a nucleic acid sequence according to data bank entries gi 9506686 or 
NM_019058; 

c) a nucleic acid coding for a fector. whereby the nucleic acid would hybridise, 
for the degeneracy of the genetic code, to a nucleic acid according to b), or a 
part thereof; or 

d) a nucleic acid coding for a factor, whereby the nucleic acid hybridises under 
stringent conditions to a nucleic acid which is essentially complementary to the 
nucleic acid according to b) or a part thereof; 

or a fragment or a derivative thereof for the treatment and/or prevention of a disease, 

whereby the disease is selected from the group comprising late stage tumor, metastatic 
cancer, diabetes and any pathological conditions involving the PI 3-ldnase pathway, 

whereby such conditions ate selected from the group comprising aidometrial cancer 
colorectal carcinomas, gKomas. endometrial cancers, adenocarcinomas, endometrial 
hyperplasias. Cowden's syndrome, hereditary non-polyposis colorectal carcinoma. Li- 
Fraumene-s syndrome, breast-ovarian cancer, prostate canc«^, Bamiayan-Zonana 
syndrome, LDD (Lhetmitte-Duldos' syndrome) hamartoma-macroc^haly diseases 
including Cow disease (CD) and Bamiayan-Ruvalcaba-Rily syndrome (BRR) 
mucocutaneous lesions, such as trichilemmomnas. macrocephaly. mental retardation.' 
gastrointestinal harmatomas. lipomas, thyroid adenomas, fibrocystic disease of the 
breast, cerebellar dysplastic gangUocytoma and breast and thyroid maUgnancies. 

or whereby the medicament is for wound healmg. 
Use of a nucleic acid, whereby such nucleic acid is 

a) a nucleic acid coding for a factor, whereby the factor is 

i) a polypeptide conqwising an ammo acid according to SEQ ID NO. 1 ; or 

ii) a polypeptide having a sequence according to data bank entries' gi 
9506687 orNP_06193l; 

b) aauicleic acid coding for a factor, whereby the nucleic acid comprises 
i) a nucleic acid according to SEQ ID NO. 2 or SEQ ID NO. 3; or 



6 




ii) a nucleic acid sequence according to data bank entries gi 9506686 oi 
NM_019058; 

c) a nucleic acid coding for a factor, whereby the nucleic acid would hybridise, 
for the degeneracy of the genetic code, to a nucleic acid accoiding to b), or a 
part diereof; or 

d) a nucleic acid coding for a factor, whereby the nucleic acid hybridises under 
stringent conditions to a nucleic acid which is essentiaUy complementary to the 
nucleic acid according to b) or a part thereof; 

or a fiagment or derivative thereof for the manufacture of a diagnostic ag^t for the 
diagnosis of a disease. 



whereby the disease is selected from the group comprising late stage tumor, metastatic 
cancer, diabetes and any pathological conditions involving the PI 3-kinase pathway. 

whereby such conditions are selected fiom the group comprising endometrial cancer, 
colorectal carcinomas. gUomas. endometrial cancers, adenocarcinomas, endometrial 
hyperplasias. Cowden's syndrome, hereditary non-polyposis colorectal carcinoma, Li- 
Fraumene's syndrome, breast-ovarian cancer, prostate cancer. Bannayan-Zonana 
syndrome, UDD (Lhermitte-Duklos' syndrome) hamartoma-macrocephaly diseases 
mcluding Cow disease (CD) and Bannayaa-Rnvalcaba-Rily syndrome (ERR), 
mucocutaneous lesions, such as trichilemmonmas, macrocephaly. mental retardation! 
gastrointestinal hannatomas. lipomas, thyroid adenomas, fibrocystic disease of the 
breast, cerebellar dysplastic gangliocytoma and breast and thyroid maUgnancies 

or whereby the diagnostic agent is for wound healing. 

Use according to any of claims 1 and 3 to 7, whereby 

the disease is characterized in that the cells being involved in said disease lack PTEN 
activity, or show a hyperactivation of the PI S-kinase pathway, or show an metcast 
aggressive behaviour, or are tumor cell, preferably cells of a late stage tumor. 



In vitro use of a polypeptide fector, whereby the fector 



a) comprises an amino acid sequence accoiding to SEQ ID NO. 1 ; 

b) has an amino acid sequence according to data bank entries gi 9506687 or 
NP_061931; 

c) is encoded by a nucleic acid, vt^ereby the 

ca) nucleic acid comprises 

i) a nucleic acid according to SEQ ID NO. 2 or SEQ ID NO. 3; or 

ii) a nucleic acid sequence according to data bank entries gi 
9506686 or NM_01 9058; 

cb) the nucleic acid codes for said factor and whereby the nucleic acid 
would hybridise but for the degeneracy of the genetic code, to a nucleic 
acid according to ca) or a part thereof; or 

cc) the nucleic acid codes for said factor and whereby the nucleic acid 
hybridises under stringent conditions to a nucleic acid which is 
essentially complementary to the nucleic acid accoiding to ca) or a part 
thereof; 

or a part or a derivative thereof as a target molecule for the development of a 
- mRdinammt for the treatment and/or prevention of a disease, 

a&ereby the disease is selected fiom the group comprising late stage tumor, metastatic 
cancer, diabetes and any pathological conditions involvmg the PI S-ldnase pathway, 

or whereby the medicament is for wovmd healing. 
10. In vitro use of a polypeptide factor, whereby the factor 

a) comprises an amino acid sequence according to SEQ ID NO. 1; 

has an amino acid sequence according to data bank entries gi 9506687 or 

NP_061931; 
c) is encoded by a nucleic acid, whereby the 

ca) nucleic acid comprises 

i) a nucleic acid according to SEQ ID NO. 2 or SEQ ID NO. 3; or 



ii) a nucleic acid sequence according to data bank entries gi 
9506686 or NM_019058; 

cb) the nucleic acid codes for said factor and whereby the nucleic acid 
would hybridise but for the degeneracy of the genetic code, to a nucleic 
acid according to ca) or a part thereof, or 

cc) the nucleic acid codes for said fector and whereby the nucleic acid 
hybridises under stringent conditions to a nucleic acid which is 
essentially complementary to the nucleic acid according to ca) or a part 
th^eof; 

or a part or a derivative thereof as a target molecule for the development of a 
diagnostic agent for the diagnosis of a disease, 

whereby the disease is selected fiom the group comprising late stage tumor, metastatic 
cancer, diabetes and any pathological conditions involving the PI S-kinase pathway. 

or whereby the diagnostic agent is for wound healing. 
II. In vitro use of a nucleic acid, whereby said nucleic acid is 

a) a nucleic acid coding for a fector, whereby the fector is 

0 a polypeptide comprising an amino acid according to SEQ ID NO. 1; or 
ii) a polypeptide having a sequence according to data bank entiiej gi 
9506687 or NP_06193 1; 

b) a nucleic acid coding for a factor, whereby the nucleic acid comprises 

i) a nucleic acid according to SEQ ID NO. 2 or SEQ ID NO. 3; or 

a) a nucleic acid sequence according to data bank entries gi 9506686 or 
NM_019058; 

c) a nucleic acid coding for a factor, whereby the nucleic acid would hybridise 
for flie degeneracy of the genetic code, to a nucleic acid according to b). or a 
part thereof; or 

d) a nucleic acid coding for a fector. whereby the nucleic acid hybridises vnder 
strmgent conditions to a micleic acid^hich is essentially ccmiplementaiy to the 
nucleic acid according to b) or a part thereof 




9 



or a part or a derivative thereof as a target molecule for the development of a 
medicament for the treatment and/or prevention of a disease, 

whereby the disease is selected fiom the group comprising late stage tumor, metastatic 
cancer, diabetes and any pathological conditions involving the PI 3-kinase pathway, 

or whereby the medicament is for woimd healing. 
1 2. In vitro use of a nucleic acid, whereby said nucleic acid is 

a) a nucleic acid coding for a factor, whereby the factor is 

i) a polypeptide comprising an amino acid according to SEQ ID NO. I; or 

ii) a poIyp€5>tide having a sequence according to data bank entries gi 
9506687 or NP_06 1 93 1 ; 

b) a nucleic acid coding for a factor, whereby the nucleic acid comprises 

i) a nucleic acid according to SEQ ID NO. 2 or SEQ ID NO. 3; or 

ii) a nucleic acid sequence according to data bank entries gi 9506686 or 
NM_019058; 

c) a nucleic acid coding for a fkctor, whereby the nucleic acid would hybridise, 
for HbB degeneracy of the genetic code, to a nucleic acid according to b), or a 
part thereof or 

d) a nucleic acid coding for a fector. whereby the nucleic acid hybridises under 
strii^gcnt conditions to a nucleic acid which is essentially complementary to the 
nucleic acid according to b) or a part thereof 



or a part or a derivative thereof as a target molecule for the development of a 
diagnostic agent for the diagnosis of a disease, 

whereby the disease is selected fiom the gro,,, comprising late stage tumor, metastatic 
cancer, diabetes and any pathological conditions mvolving the PI 3-kinase pathway. 

or wherd>y the dia^ostic agent is for wound healing. 



Miiiiiiil 



1 
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13. The use according to any of claims 9 to 12. characterised in that the medicament 
and/or the diagnostic agent comprises an agent, which is selected fiom the group 
comprising antibodies, peptides, anticalines. small molecules, antisense molecules, 
aptameres. spiegehners and RNAi molecules. 

14. The use acconiing to claim 13. characterised in that the agent interacts with the factor 
according to any of the preceding claims or a part or derivative thereof 

15. The use according to claim 13, characterised in that the agent interacts with the nucleic 
acid as defined in any of the preceding claims, in particular with mRNA, genomic 
nucleic acid or cDNA for the polypeptide factor as defined in any of the preceding 
claims. ^ 

1€. Use of a polypeptide which interacts with the polypeptide factor, or apart or derivative 
thereof, for the development or manufacture of a medicament for the treatment and/or 
prevention of a disease and/or for the manufecture of a diagnostic agent for the 
diagnosis of a disease, 

whereby the disease is select«! ftom the g«,..p con„rising late stage t«mor. metastatic 
CMKer. diabetes and any pathological cotuHtions involving the M S-iinase pathway 
whereby such conditions are selected ftom the giDiq. compiising 

"•"•metrial cancer, colo,«tal carcirKmtas. gUomas. endometrial canc«s 
adenocarcteomas, endometrial hyp«plasias, Cowden's syndrome, hereditary noj 
polyposis colorectal caremoma, Li-Framnene's syndrome, breast^varian cancer 
prostate «mcer. Bam^yan-Zonana syndK>me, LDD (Lhennitte-Doklos- syndrome) 
hamartoma-macrocephaly diseases including Cow disease (CD) and Bannayan 
Ruvalcaba-Rily syndrome (BRR). mucocutaneous lesions, such as fichUemmonmas " 
macrocephaly. mental retardaaon, gastrointestinal harm«omas. Upomas. thyroid' 
adenomas, fibrocystic disease of U« breast, cerebellar dysplastic ganghocytoma and 
breast and thyroid malignancies 

or whereby the medicament and/or the diagnostic agent is for wound healing. 





whereby the polypeptide is selected from the group, which comprises antibodies 
against the polypeptide factor or a part or derivative thereof and polypeptides binding 
tfie poIypq>tide factor or a part or derivative thereof. 

17. Use of a nucleic acid which interacts with the polypeptide factor or a part or derivative 
thereof, for the development or manu&cture of a medicament for the treatment and/or 
prevention of a disease and/or for the manufacture of a diagnostic agent for the 
diagnosis of a disease. 



whereby the disease is selected from the group comprising late stage tumor, metastatic 
cancer, diabetes and any pathological conditions involving the PI 3-kinase pathway, 

whereby such conditions are selected from the groiq) conqirising endometrial cancer, 
colorectal carcinomas, gliomas, endometrial cancers, adenocarcinomas, endometrial 
hyperplasias, Cowden's syndrome, hereditary non-polyposis colorectal carcinoma, Li- 
Fraumene's syndrome, breast-ovarian cancer, prostate cancer, Bannayan-Zonana 
syndrome. LDD (Lhermitte-Duklos' syndrome) hamartoma-maciocephaly diseases 
including Cow disease (CD) and Bannayan-Ruvalcaba-Rily syndrome (ERR), 
mucocutaneous lesions, such as trichilemmonmas, maciocephaly, mental retardation, 
gastrointestinal hannatomas, lipomas, thyroid adenomas, fibrocystic disease of the 
breast, cerebellar dyqslastic gangUocytoma and breast and thyroid maUgnancies 

or whereby the medicament and/or the diagnostic agent is for wound healing, 

whereby tiie nucleic acid is selected from flie group which comprises aptamers and 
spiegelmers. 



18. 



Use of a nucleic acid which interacts with a nucleic acid coding for the polypeptide 
factor as defined in any of tiie preceding claims or a part or derivative tiiereo^ for the 
development or manufecture of a medicament for the treatinent and/or prevention of a 
disease and/or for the manufacture of a diagnostic agent for the diagnosis of a disease. 
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whereby the disease is selected from the group comprising late stage tumor, metastatic 
cancer, diabetes and any pathological conditions involving the PI 3-Jdnase pathway. 

whereby such conditions are selected from the group comprising endometrial cancer 
colorectal carcinomas, gUomas, endometrial cancers, adenocarcinomas, endometrial' 
hyperplasias, Cowden's syndrome, hereditary non-polyposis colorectal carcinoma, U- 
Fraumene's syndrome. breastK>varian cancer. p««tate cancer. Bamiayan-Zonana 
syndrome. LDD (Lhemutte-Duklos' syndrome) hamartoma-macrocephaly diseases 
mchKhng Cow disease (CD) and Bamuiyan-Ruvalcaba-Rily syndrome (BRR) 
mucocutaneous lesions, such as trichilemmomnas. macrocephaly. mental retardation.' 
gastromtestinal harmatomas. lipomas, thyroid adenomas, fibrocystic disease of the 
breast, cerebellar dysplastic gangliocytoma and breast and thyroid maUgnancies 

or whereby the medicament and/or the diagnostic agent is for wound healing. 

whereby the interacting nucleic acid is an antisense oHgonucleotide. a ribozyme and/or 
siRNA. 



19. •n-e'^e according to claim 18, cl««n««erised in ttata»™«d^ 
polyptpttdeftctororapart or derivative thereof is aiecDNA,niItNA or hnRNA. 

20. Use of. Idt fcr the char«teris«ion of a <Ii«ase or a coiriition which is sel««ed fiom 
the group cotffrising late stage t».m„, „,etastatic cancer, diabetes and any 
pathological conditions involving the M 3-ldnase pathway, 

whereby such conditions are selected lion, the group comprising endometrial cancer 
colotecal carcinomas gUomas, endometrial cancer adenocarcinomas, endometrial' 
hMHaptasias, Cowden's syndrome, hereditary non-polyposis colorectal carcinoma. li- 
Fnmmene-s syndrome, bpeastovarian cancer, prostate cancer, Bamayan-Zonana 
syrrd^me. IDD (Lhermitte-Dnklos- syndrome) hamartoma-macn^cephaly diseases 
mclndmg Cow disease (CD) and Bannayan-Ruvalcaba-Rily syndr«ne (BRR) 
mucocutaneous lesions, such as trichilemmomnas. macrocphaly, mental retards!™' 
gastrointestinal harmatomas, lipomas, thyroid adenoma, fibrocystic disease of thJ 



breast, cerebellar dysplastic gangliocytoma and breast and thyroid malignancies, and 
wound healing, 

whereby the kit comprises at least one agent which is selected ftom the group 
comprising the polypeptide factor as defined in any of the preceding claims or a part or 
derivative thereof antibodies specific for said polypeptide fector or a part or derivative 
thereof polypeptides interacting with said polypeptide fector or a part or derivative 
thereof, polypeptides interacting witih 

^ a nucleic acid coding for a fector, whereby the factor is 

i) a polypeptide comprising an amino acid according to SEQ ID NO. 1 ; or 

ii) a polypeptide having a sequence according to data bank entries gi 
9506687 or NP_061 93 1 ; 

b) a nucleic acid coding for a factor, whereby the nucleic acid comprises 
0 a nucleic acid according to SEQ ID NO. 2 or SEQ ID NO. 3; or 

ii) a nucleic acid sequence according to data bank entries gi 9SQ66B6 or 
NM_019058; 

c) a nucleic acid coding for a fector. whereby the nucleic acid would hybridise for 
the degeneracy of the genetic code, to a nucleic acid according to b) or a part 
thereof; or 

d) a nucleic acid coding for a fector, whereby the nucleic acid hybridises under 
stringent conditions to a nucleic acid which is essentiaUy complementary to the 
nucleic acid according to b) or a part ttiereoi; 

nucleic acids interacting with said polypeptide factor or a part or. derivative thereof 
and nucleic acids interacting with 

a) a nucleic acid coding for a factor, whweby the factor is 

i) a polypeptide comprising an amino acid according to SEQ ID NO. 1 ; or 

ii) a polypeptide having a sequence according to data bank entries gi 
9506687 or NP_061931; 

b) a nucleic acid coding for a factor, whereby the nucleic acid comprises 
i) a Jiudeic acid according to SEQ ID NO. 2 or SEQ H> NO. 3; or 




ii) a nucleic acid sequence according to data bank entries gi 9S06686 or 
NM_019058; 

c) a nucleic acid coding for a factor, whereby the nucleic acid would hybridise for 



d) a nucleic acid coding for a factor, whereby the nucleic acid hybridises und^ 
stringent conditions to a nucleic acid which is essentially complementary to the 
nucleic acid according to b) or a part thereof; 

and optionally at least one other compound. 

2L Use according to any of claims 1 to 20, whereby the polypeptide &ctor is involved in a 
biological process, whereby the process is a PI 3-kinase pathway regulated process. 

22. The use according to claim 21, whereby the process is 

a process selected &om the group comprising glucose metabolism, amino acid and 
glucose deprivation processes, diabetes, wound healing, stress response, 2q>optosis> 
metastasis, tumorigenesis, ceil migration, cell motility in extracellular matrix and cell 
growth in extracellular matrix. 

23. A method for the screening of an agent for the manufacture of a medicament for the 
treatment and/or prevention of a disease and/or for the manufacture of a diagnostic 
agent for the diagnosis of a disease, 

whereby the disease is selected from the group comprising late stage tumor, metastatic 
cancer, diabetes and any pathological conditions involving the PI 3-ldnase pathway, 

or whereby the medicament and/or the diagnostic agent is for wound healing, 

comprising the following steps: 

a) providing a candidate compound. 



the degeneracy of the genetic code, to a nucleic acid according to b) or a part 
thereof; or 




b) providing an expression system for a polypeptide factor . whereby the factor 

ba) comprises an amino acid sequence according to SEQ ID NO. I ; 

bb) has an amino acid sequence according to data bank entries gi 9506687 
orNP_06193I; 

be) is encoded by a nucleic acid, whereby the 
bca) nucleic acid comprise 

i) a nucleic acid according to SEQ ID NO. 2 or SEQ ID 
NO. 3; or 

ii) a nucleic acid sequence according to data bank entries gi 
9506686 orNM_019058; 

bcb) the nucleic acid codes for said factor and whereby the nucleic 
acid would hybridise but for the degeneracy of the genetic code, 
to a nucleic acid according to ca) or a part thereof; or 

bcc) a nucleic acid codes for said fector and whereby the nucleic add 
hybridises under stringent conditions to a nucleic acid which is 
essentially complementary to the nucleic acid according to ca) 
or a part thereof 

and/or a system, prefaably an activity system, detecting the activity of said 
polypeptide factor; 

contacting of the candidate compound with the expression system for said 
polypq,tide fector and/or the system, preferably an activity system, detecting 
activity of said polypeptide fector^ 

d) detemuning if the expression and/or the activity of said polypeptide fector is 
changed under the influence of the candidate compound. 

24. Method according to claim 23. characterised in that the candidate compound i^ 
contained m a library of compounds. 

25. The method according to claim 23 or 24. characterised in that the candidate compound 
is selected from the group of classes of compounds comprising peptides, proteins. 



c) 



26. 
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antibodies, anticalines. functional nucleic acids, nahiral compounds and small 
molecules. 

The method according to claim 25. characterised in that the functional nucleic acids 
are selected fiom the group which comprises aptameres. aptazymes. ribozymes. 
spiegehners, antisense oligonucleotides and siRNA. 




